Supplementary Figure 3:
The unbiased Fo-Fc maps (contoured at 2.0σ) for the EGFR+SKLB complex crystal structures. To calculate the unbiased omit maps, the coordinates of the SKLB compounds was removed from the refined structures and then the structures were refined by simulated-annealing using CNS to remove model bias before calculating the Fo-Fc electron density maps. (A) L858R + SKLB(3), (B) L858R + SKLB(5), (C) L858R + SKLB(6), (D) T790M/V948R + SKLB(3), (E) T790M/V948R + SKLB(5), (F) T790M/V948R + SKLB(6). The EGFR L858R and T790M/V948R protein structures are shown as slate and yellow cartoons, respectively. The compounds are shown as sticks. The Fo-Fc maps are shown as green meshes.
Supplementary Figure 4: Superimposition of EGFR T790M/WZ4002 with L858R/SKLB(5). EGFR L858R and T790M
structures are shown as cartoons in slate and green, respectively. SKLB(5) and WZ4002 are shown as sticks in yellow and green, respectively. It can be seen that the 4-phenoxyl moiety in WZ4002 and 9-cyclopentyl moiety in SKLB(5) occupy roughly the same position and interact with the hydrophobic clamp (red arrows). 
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